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(54) STAT6 ACTIVATION INHIBITOR 
(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject 
inhibitor useful as a preventing and therapeutic agent of 
autoimmune diseases such as allergic diseases, viral or 
bacterial infectious diseases, malignant tumor, etc. by 
containing a specific dihydrothiadiazole derivative. 
SOLUTION: This inhibitor contains a compound 
expressed by formula I [X1 to X5 are each H, a 
(substituted) alkyl, a cycloalkyl, a (substituted) aralkyl, a 
halogen, cyano or the like, or form a (substituted) phenyl 
ring by binding two adjacent groups; R1, R2 are each H, 
a (substituted) alkyl, a cycloalkyl, a (substituted) aralkyl ' 
or the like, or R1 forms a cycloalkenyl ring by binding 
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with X1; R3 is a (substituted) alkyl, a cycloalkyl or an aralkyl; and (n) is 1 2] {e g 1-[5- 
(m e thylsulfanyl)-2-phenyl-1,2,4.thiadiazol-3(2H). y l].1. e thanone}. The compound of the 
formula I ,s obtained by reacting a compound of formula II with a compound of formula III 
reacting the obtained compound with a compound of formula IV and then oxidizing 
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(71) tUBA 000002093 

(72) ^W# #± &ft 

*Efatt3£K#Bffl*3T@l#98# £ 

(74)ftSA 100107629 

#9± W 



(54) HNM>6ft3 STAT6«ttflffi«H 

(57) [mi 




[IR*4i] (i) 
CYki J 




Tyl^/Ug, > 

^SKJWt. SfcttX 1 , X 2 , X 3 X X 4 *j 

Sfctt, R^tfx^fc^TttZvMoB 
^lt^^n7;^^i MLTU ^ 9 r2( ^ 

* 75 ^^ ™^£*fcttffi*ry-/us*a 

A* ^07^7^ T d& 

ft5£$r^ft&#£1-S S T AT 6 fiSttfka^ 
[»*«2J -jtt5£(l) 




'W 3 



x\ x 2 , x»?x-*2otx-»±, 
*x*n&ic, tvw*^ oar/i****, 

^ B7 **^ ^^nr^^/UTy^/US, 77;^ 

^3, ffi&r 9**/u«, 7 y-^ s^ 7 y^ 



* 7 *«*«t, SfcttX\ X 2 X X 3 , X 4 , * 

•fctfx a fc*5vvc, 2oopttM-«tt»©*in M . 1 LT 

7A>**m. *S*nT**A,TA,*A,Jk 77^ 

R x *5J:WX l te^Ttt2v^tt 
^L^>^7;^i^ tTUl>o R2f ^ 

^ B7 ^7^ 77^i^ :(Ji 
*77^^S % T9-^*fcttB»Ty-A«« 

^B7^7^, 77/J^^fi m& 

t Knf7i;7^B»#*fctttOB«ji,|c|f S i 
W*t«»i:tfi7UA^HBWi, ^« 

&s Bimm s HVG(Host-versus-«raft)^4fc(i^^ 

m*£mm (aids) <D®m\*iz\*mm. 

«t*»Wl*^2Et0^y h6 j Stt fc| BS 

7 9-***iMMmT9-»m r 3 

7-f-^a*fettiB*ry-^fi % R 3 

I0001J 

[mhOfdAM] *BWfc«E*H*** y b 6 (S 
TAT 6) 0Mffmait nrft , **HOfi?H? 

he (s tat 6) <ommmm\i±mmz 

tt. 7^hw, 

^^y7*ftg, HVG(Host-v erS u S -Craft) 

**s^tt*3ettfttt^« ff (aids) wmm 
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[0002 J 

•WMCtt, ACE««(i:Lrftl&*lTV^ <4»MBB6 
2-5 3 9 7 6) . 

[0003] ttWIiaJV^^WWio^^ 

^^tjms oar, Tht*t. ) tTOayy^ 
* (Th) S4«*-rh*-rvo^^ feJ:e j 

ThUTh202«fte»t lfc (J. Inmmnol. (1986) 
136 : 2348-2357 ) . -^Th 1 fcTh 2 $ 

SttT h 2 * ^ h ^ >im*+z - 1 &tn bti 

[0004J Th2W<0#imt&tLXK s Th2^g£ 
*W>f^-B-f^4 (IL-4) , Yi^-n^ 
(IL-5) , ^f^^p^^ 10 (IL-1 
0) , 'f^-P^yn (IL-13) ^Th2 
Hr-f^Kj;*, B»*»€»OttW4 (j 
gE* ) Th2l4T^ 

fc* ffm#MAAliaij:tt«, feMn-j-SNUcM 
m? SfiKi^TAS VC AM- 1 j8at>» 

«WB»5MI:*»«u 5NbftMeTftMc*L Ttt 

[0005] Th 212, IgEft^BIBdB^^ 
h6^ffl$tLfc (Science 265:1701-1706(199 

4)) 0 



[0006]^^^ 6f ^^ n ^^ V4 ^^ 

[0007] »5ET»afi^i W&WMl , T% ^ K 

TH* (Nature 380:627-630, 630-633(1996), Wat 
y 4 : 313-319(1996)) . Cfi*©^ 

MEWS*,*©***. S&icmtttoii, 

10008] r©j: J*****, 7WV^^ ffi 

[0009] 
[0010] 

[fc3j 
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T y~ s(o)hR3 

X 5 N — N 

x\ X 2 , X-fx-JttSotx-tt, w 
fia&fc, rtJjfjR*. 7/>*A*, ^r/^;H, ^> 

*g> B*r ?***», ry-yuje, mmrv-A, 

7*n*v^ 7.;^ tt7»y^ 7* 

**#s** =h*m*1tttT»* 
^TSK»Sr»r. sfc«tx\ x 2 v x 3 , x 4 £ 

R 7**ypg, B*T***£, 

7/i**yvS >^ p T ^ 7A> ^ 77/^ 

^LT^n7/^i^ LTUl , 5 

7VU*yUg v B*T**/1* ^ P7 ^ 

»77^s, ^y^*£*fcttfi&7y.-yi,g&& 

to R 3 tt7***£, fi*T***3, ^n 7 ^ 
*S, ^BT^THA*, 7 7 yP^S jg& 

r ?***«, ry^s, KIry-Aiwt. n 

t KP'WTy--****^ ff#lfcSTAT6ffitt 

*>, *3g$3fi % (D-jR^t (1) 
[ft: 4] 



•S(OX,R 3 



««K X\ x\ X 3 :x 4 *Jj;UtX s l4, 

n^^ic, 7*+** B*7**yi*, > 

^PT/^yUg, i^nT*+*77W**a, 77/^ 

*s> ry^a, s^ry-yu 

^B^yW, ->77S, hy^y^ppt^s 
™,=»*5/S % 7x/^> Si Hft7x/^>S, 7* 
*^*£, Tn^yuS, ffiftTn^f^ 7yW=x*i, 




****** a* S hD ttftB7H 

^?Ki*«t. Sfciix 1 , X 2 , X 3 , X 4 

*tfX°fc*5H T , 2O0Wfrr 5ftJtfl5S i S|t ^ , LT 

R 7**** fiifcr**** ->^n 

r**yu* ^ p 7***7**/^ 7 7 yu** 

S, »7?^a^ Ty-yvs*fc tt B»ry-/v 
R^tfxNcfcvxTttsv^fc 

7**** B»T**** -^d 7W 
& ^pryMryuryMryl^ T7***£Sfc tt B 
&7 7 **yP* TP-A«*fc|t»rP-A««| 
f. R 3 l*7y^y^ B»T>V*** ^ Dr ^ 
** ^n 7 ^7^ ( 7-5***3, B& 

7?**** ry^ B*ry^***«-. n 

*iS*t«W»i:tfiSTAT6fittfla^ (2) 

— (1) 

Nt5] 



(3**, x 




b , CD 



x 2 , x*% x-*j:utx«tt, 
tm&^ *m* % ry^*/^s, m&T**,um is 

*UTSU*,U& 5^*7***7**** Ty>V* 

*£, Bar?****, ry-** b»7P-* 

7*=*** 7x/*^, Sft7x/^^, 7^ 
*>^** 7ny;n, BUTn-fA^S, r*a*>> 
**^*|^ =hnS*fc ttT ** 

^$K«t*t. Sfcttx 1 , x 2 , x 3 , x 4 

^Ji^7x^ WlTUl , 

R r***s, Bfcryu*** ^ D 

r***£ N ^nr***^*** T^y^yu 
S, tt»7 7 ^^ T-y-ywssfcttB^ry-yi, 
4fc tt , R^-fctfXMc^TttZ^oB 
^LT^n 7 ;^m Mltu ^ e R 2 ^ 

T***£, B»r**yU* ^n7^ 
* i/^7^^7/^;uS, 7?**/u«*fcttfl 

ry-*«* fc ttB*ry-*a*« 

1% R^iryMfyu-g, fi&ry^ypg, ^ n7; ^ 
** '✓^D7^7^*Ari. T?**** b& 
79***fi % 7y-*«, B*ry -*«**-*-. n 
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®tffl&, HVC(Host-versus-<;raft)«4fcttft35tt 
ftft?£ffift« (AIDS) ©IftWBSfctt^, 

<l>*fctt(2)ffi*©** y h 6«ttftBWH|, (5)R 1 

5. ±B(i)-(4)o^ft^iTOft^^ yF6jStt 



SOR* 



x\ X", X 3 . X \ x sO Rl r2 ^ 

x\ x 2 , x 3 , x-, *j:atx«^ 




[ft 9] 




(7) R 1 R * 

[0011J 

(2) , (3) j;^ nl±l*fc tt2 *» 

ufc 6 J 




fctttt*?:^***^^^ £CF«HbM (4) 

(9) jMfctf&fis. 

[ft 7] 
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«*. x 1 , x\ X», X \ x\ fi R »* 

* ^ ******** 

******* T*a*5,*j,#I 
7 ^ 7S «Wtt-M*:ttn-t>L 
**Wfc*5tt5x l , X 2 , X 3 , X 4 % X s , R 1 

J0012] W7^fc ttl -Oifctt^^t^ 

ntrVU^ n-7*A* i«r**A* n-^*/U 
8, n -^*3//uaS*©Jtt«ft 1 - 6 OfiST/^;^ 

& ******* r/u=i^s/a^ W6tl5 
**** ***** **m*mmft>tiz 

[0014] 7;U 3 +^ iL m «R*i:tt» 
tt Lfc£*» 1 - 6 fl©ffi»T*= * ismmifhtl 

JWW&fctt, * 

So 

100161 7"*=*->**#=*S4LTtt, Witt S 
Lfc«*ft 2 ~6«©{SR7/l~*->i,u 




100171 ^+*7-SK«iUTtt. «*.«. j&ssfc 
Lfc$jg» 2 ~ 6 ffl0fi»7VU**r § k. B4S « 
•fbft. WMUEtt. T"fe hTS K rnr* 

f0019j ^B7^7/U*Matli l «*tf 
^***;/p fc^MSWSMf e>*i3 0 

[0020J T***A*fc LTtt , Hitft «**7-l 

^^^DtrA^ 
turtt, *a* m07 ^ 

W^n^ N*S/«, ^N^^> 

*ft2-v40fi«7A, 3 *^^^ *^<*-f 

<<>k z—ryb-tsummfbnz,, 

f0022] 79-+mtLXK Nttt, m8M o 
[0023] X^ira^Iv^fci^LTJMW-fi^ 

10024 ] 77W S> 7x/^ Si 7D ^ 7 
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t,v*jv^ T»=*i,m, /nb^, <y T ;& 

(0025) KiM(07^7^SitT(t MX 

to] ^^^latij, m*.«, m-t 
[0027] W/ur^^^satii, fl* 

X 3 X 4 



[ft 1 1 ] 



N — N 



[0028] 5>r***r 5 / LTtt Mjt 

* w-*fctt*jaea«»*i-8MofiftTA,+A« 

1TL 7 ** M ***=**b\*XK M*f* ft 

*s«*»irt>tk ammo*, m*.* ****** 

[0030] (1) 

®-o©iittT, M^tf, filTOfe** (12). 

(is) r**ftfij:5 te , R^jiocx^a^tett 
^ 5 fctt 6 M»Mtt« ftM*** e>ft 

[ftl 0] 



02) 





-SOR 3 



[0031] *MMfcMto*HK (1) -cmSMit** 

^ «fc9#*U*«*LTtt, 7«*s 

»WMt*. X\ x = , X 3, X «*JU«C»«> 
»*U**fc L Ttt, *»«^ % 7*z^>£;> W 




-S0 2 R 3 



SMN-Sft******,, 

l*9S&, o^r*, ^l*® 

[0032] WMOft^MCfcittE«©*tt, ^Atf, 
J. Chem. Soc. Perkin Trans 
I. 9 6 7 (1 9 8 3) Chem. Soc. P e 

rk in Tr *ns. I , 1 3 5 7 (1 9 8 6) (en 
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[it I 2 ] 



cs 2 

(16) 



NH 2 NH 2 
07) 




(18) 

(23, 

^ x" 



"3 




(is) 



(20) 



X J N- 



[01 




X 5 N-N 

R! "<o 

(2«) 



X\ X\ x», R 1 „ r»* 

[0033] (18) ttWlfi***©**, M 

* J. Org. Chem. J_^. 7 3 3 (1 9 5 4) 

[0034] ( 2 o) f***l6#^n©^ Wjt 

J. Med. Chem. _2_5. 5 5 7-5 60 (1 
98 2), J. Med. Chem. _2_2. 855-86 
2 (1 9 7 9) , J. Med. Chem. 2J_. 591 

-594 (1978) tmtcDzmimzT&j&tz 

[0035] ft** (2 i) tti Ml******, m*. 

KXftfl&ftaff4jK2 ltil (AWMdtt, l 9 

9 2«M?) , MMMHU4JR2 1»1 4 9H (A 

s*a&tt 1 9 9 2*m) tmmcDjj&K^mi 

[0036] ffc£fc (2 2) fi, it&®, (2 0) if^flfc 

(2 1) ^ *&ttJMKf, 
So =Ffitt»«t LTttW^tf, 

»*OT*,= -A,Mm. DMF, ^/U^** 
yK ( ^ T > DMSOiBSfo ) ^<JD^rnhvm»iSE 

[0037] ftM (2 3) tt% ttllj^^ m 
tt*ftft*fttt«4lK2 2^1151 CA»*a&tt 
1 9 9 2<HSfr) t^^^^t^DT^^s^ 

[0038] ft*ft (2 4) tt . WtiftWto^ ^ 
*»Wk*HWE»4/K2 2^1271 (AStt*£|t 
1 9 9 2^«ff) fcE^^fttti/fcip^^^: 



[0039] ft** (25) ^ ^ C22) 

(2 4) «rKiS$W5it^-c#5. LT 

*t«. ASM (2 4) (Dfl^LTfi, (2 5) |C 

^ *2**A^»fe»2 0ffiHeA^Ha«»fc#*L 
[0040] ft*ft (2 5) fl^ (22) 
(2 3) * Blfcftft* ^n 7 tM ( Jf^f-,. 

3) Otatttft^ (2 2) 

[0Ml]feft« (2 5) |4 % feftft (2 2) fcfcftft 
(2 3) 5:, f«J>^ 2t 6-/U^s?i4f©^|SHW 
«W, TOiWftCfcfc-Ct*. fc*ft (2 3) cDfi 
tUTttft-^ (2 2) K#L«rtWP*A-ft 6 «*yU 

[0042] ffc^ft (2 6)14, ft^fe ( 25 ) 

*fftt**±LTtt 

LTttft^fc (14) K^uw^A^jeatt*^ 

BW*U\ 

[0043] ft** (2 6) tt% ( 25 ) itn ^ D 
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UTWb'&* (14) te#LIMf»*A^»3f»*yWD 
[0044] ik&® (1) £fcl**H£$££1-Sfc&<a*flS 

[0045] *fc±^Rfl?SrHfi l i--58g, MWcfetf, ^ 

£>&ffil£O^Tfi, (T. W. Greene and P. G. M. Wut 
s, "Protecting Groups in Organic Synthesis", 199 
0) fc»L<B**tT^S. 
[0046] fbM (1) K*V^T^*«***1-5a«« 

BWItShfctOttflsWi (1) 1^**15, * 
[0047] 3fc^»«fefcUXttWAtf{l2^» (1) Sr^ffi 

T7->, Attft^o^/ft/utfvfts, jg^SK o - 

[0048] m.&j&&£itz>mtt uttt, M^>b»«E<o 



[0049] **W©STAT6jg&ttftiaWllf4ftp«|*fc 

fciotWi«#, fep»#rs»G\ tjS^iiift 
I^AI^Ll B&fcOm-fal 0 0 OmgOfl&ffl, # 
£ L<&#>1 0~#J5 0 OmgCD^SHSr 1 iHj^fcf^S:®^ 

[0050] *fc*38^<DSTAT6^ttfblfl^Jtt^«:W 

UT^M, igtMSS, HVG(Host-versus-Graft) 
#ffc*V^^tt^*££fc» (AIDS) 

[0051] 

»M 1 

Utl 3] 



A., 



^fvv 2- (7i^Mf!)7y) - 1 - t K7i?> 

t^fr 1 - t K7^V*/W7}f^^^3:-r h 1 2. 22 
g, ^yyWt Kl 2. 7 3g^/-/i,2 0 0 
mlCM, flMMLfc. SlS»T«, 

/-^Tft^L, ite|£^Lfc 0 2- 
(7x^Mf i)7» -1-t K7^/^ft 
^-Thl8. 0 8g$r#fc o (IR*8 6%) 
X H NMR (TMS / CDC1 3 ) 6 2.67 (3H, s), 7.38-7.45 (3 
H, id), 7.70-7.77 (2h\m), 7.90 (1H, s), 10.61 (1H, 
br) 

[0052] mm2 

[(kl4] 
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l-[5- (^^/U7r=^) - 2-7^=.;V~ 
1, 3, 4-^T5?T^U- 3 (2H) -- T/U]-i 

*7VP 2- (7x=^fy^) 

*:|»:n** (5:1) fct*?A««frffoft, « 



o 

l-[5- -2-7i^- 
1,3, 4-f7^7y-/V-3 (2H) -4tV\-\ 

1, 3, 4-*TS*75/-*-3 (2H) 
-^*/^2. 5 2gSrB»2 0nil|:»R % #*ft 

WLfc*J»fc*7V Merit* U gfcg&^TVurjfcffi 

(2:1) fcT#9AWItrfifV\ Sfefc^np 
:7thy (50:1) fcr#7Att«fcfir 0 

x=/U-l, 3 , 4-f7^7/-/W3 (2H) -A 



1 -[2-^^-5- - 2 - 

7x - ;l/ -l. 3, 4-^T^7V-A—3 (2H) - 
-f/W]- 1 -^/^ 

mm 2 ©*»k:«v\ 4M0fc£ft* 1 . 3 0 g (9 

7%) 



T >-SM* 

o 

1 -[2-^^-5- (^f/^7^-/U) -2- 



0 

m(01-[5- (^f;M^7r-;>) -2-7^-/P 
-1, 3, 4-f7^7j/-;V- 3 (2H) — f^]- 

7 7gSr»fc. OR* 8 8%) 
*H NMR (TMS / CDCI3) 6 2.33 (3H, s), 2.61 (3H, 
s), 7.09 (1H, s), 7.27-7.37 (5H, m) 
10053] 

litis] 



%) 

l H NMR (TMS / CDCI3) 6 2.37 (3H, s), 3.30 (3H, 
s), 7.19 (1H, s). 7.30-7.42 (5H, in) 

C0054] %m\4 

Hfcl 6] 



H 2^ A 
* N^SMe 

*^7V 2- 



(1 -7x^;Hf!jf^_ x _ t K - 

ttMlo*BH::fti\ MoftMfrl. 7i g (7 

*H NMR (TMS / CDC1 3 ) 5 2.32 (3H, s), 2.67 (3H, 
s), 7.38-7.44 (3H, m), 7.81-7.87 (2H. m), 9.99 (1 
H, br) 

[0055] mm 5 

Mfcl 7] 



Of, 



O 

l H NMR (TMS / CDCI3) 6 2.31 (3H. s), 2.41 (3H, 
s), 2.56 (3H, s), 7.24-7.38 (3H, m), 7.43-7.48 (2 
H, m) 

loose] mmme 

Utl8] 



r >-80 2 Mc 

o 

7x ^-l. 3, 4-^T^ry-/P-3 (2H) - 
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ttM34>jrM:{Ev\ tKSofl^ttfr i 10mg (3 
7%) #fc 0 

'HNMR (TMS / CDC1 3 ) 8 2.35 (3H, s), 2.48 (3H, 



&JMl0*ttlCttl\ Weft*** 2. 4 4g (9 
4%) «#fc 0 

'HNMR (TMS / DMSO-d 6 ) 6 2.60 (3H, s), 7.48-7.57 



s), 3.29 (3H, s), 7.33-7.49 (5H, in) 

[oo57i nmn 

[it I 9] 



(2H, m), 7.78-7.90 (3H, m), 7.97-8.01 (2H, a), 8.3 
6 (1H, s), 13.13 (1H, s) 

loose] mmms 

Ut20] 



6^ 



l-[5- (^f;^/P7r=^) - 2 —ty^-jv- 
1, 3, 4-^T^T^/U-3 (2H) ->r/w-i 

00%) a*. 




l-[5- (^^^/W7^-=>rU) -°2-t 7 ^_ 

1, 3, 4-^T^r^-/U-3 (2H) -- f*J-l 
7 > 

3nfeMsomicttv\ fln^Mfre 1 2m g (1 

5%) ftfc. 

'HNHR (TMS /CDCI3) 6 2.39 (3H, s), 3.33 (3H, 
s>, 7.38 (1H, s), 7.41 <1H, dd, J = 8. 5 Hz, 1.9 H 
z), 7.48-7.55 (2H. m), 7.78-7.89 (4H, m) 

[oo6o] mmmi o 

[ft 2 2] 




T 

*H NMR (TMS / CDC1 3 ) 6 2.36 (3H, s), 2.63 (3H, s), 
7.26 (1H, s), 7.40-7.51 (3H, m), 7.75 (1H, s). 7.' 7 
7-7.85 (3H, m) 

[0059] mmw 9 

Ut 2 1 ] 




o 

**f!lO*«fefc^\ Mfc){fc£fefr4. 30g (8 
9%) ®fc 0 

X H NMR (TMS / CDCI3) 6 2.67 (3H, s), 3.86 (3H, 
s), 6.95-7.05 (1H. m), 7.27-7.36 (3H, ■), 7.82 (1 
H, s), 10.20 (1H, br) 

[0061] mmmi 1 

Hk2 3] 



s 



OMe 



OMe 



Asm. 



OMe 



^— SM 



l-[2- (3-* Y*i,y*-,v) -5 - (y?vk* 
,V7 7 -)V) -1,3, 4-^T^T^W-3 (2 
H) f/V}- 1 -m^ y y 

*tt«2©*«fe»c«v\ aOH<Oft^4j||fr2. 7 8g (9 
8%) ftfc. 



0M« 



SMe 



1-C2- (3-y h^ri/7x=;U) -5- (^/U* 

-1, 3, 4-^T^T^W-3 (2 
H) --TyUj- l -x^yy 

^0H3O^&{^v\ moflsMfr6 1 lmg (2 
0%) ^fc 0 

'HNMR (TMS / CDCI3) 6 2. 38 (3H. s), 3.30 (3H, s), 
3.81 (3H, s), 6.83-6.91 (3H, m), 7.16 (1H, s), 7.3 
0 (1H, t, J = 8. 0 Hz) 

10063 j mmmi 3 

1^2 5] 



A H NMR (TMS / CDCI3) 6 2.33 (3H, s), 2.60 (3H, s), 
3.80 (3H, s), 6.78-6.85 (2H, m), 6.89-6.93 (1H, ' 
ra), 7.06 (1H, s), 7.22-7.29 (1H, m) 

f 0062] mmm 1 2 

[<k2 4] 




mmmio%mcm\ mmmt&bzs. 7o g a 

6%) '&1t. 

'HNMR (TMS / CDCI3) 6 2. 68 (3H, s), 7.31-7.43 (2H, 
n>), 7.58 (1H, d, J =7.1 Hz), 7.74-7.78 (2H, m), 1 
0.16 (1H, br) 

[oo64] mmm 1 4 

Ut2 6] 



C! 



CI 

6u 



N^SMe 



1-E2- (3-^o7x^) - 5 _ 

;7 T -,u) -1, 3, 4-?7iST)/-;U-3 (2H) 

^M2<o;£&|c:^ «Sco^^3. I7g (l 
0 0%) 



4 



8 

>-SM 



'HNMR (TMS /CDCI3) 6 2.34 (3H, s), 2.62 (3H, s), 
7.04 <1H, s), 7.17-7.24 (1H, m), 7.26-7.30 (3H, m) 

[oo65] mmi 1 5 

Ut2 7] 




l-[2- (3-^dd7x^) - 5 - 

-1, 3, 4-f7^7^-3 (2H) 
— f^J- 1 /is 

ni&W3<D%m\zm\ ®m<Dik&®%7 8o mf > (2 
2%) 



ci 

V 



s 



A H NMR (TMS / CDC1 3 ) 6 2.39 (3H, s). 3.32 (3H, s), 
7.14 (1H, s), 7.20-7.26 (1H, m), 7.30-7.34 (3H, m) 

[oo66] mmm 1 6 

Ut2 8] 



-12- 



-yn^v/ J ~ 1 61 <3H ' S) ' 2 68 (2H - dd ' J - »■« 3.3 Hz), 7.08 

2%)m ° [fc2 9] 



-A.;, 3 (2H) 1 73 < 2H - * J = T-» Hz), 3.30 (M S ), 7 . 19 (,„, 



M23 0] 



T >~SMc 



Ta-£m12\ \ m <3H, s), , 28 -, 50 (9 „, 

9%) fffc. J 



[5- (y^/U^/Uy^-/^) -2-7M/U-1, 



l H NMR (TMS / CDC1 3 )«3.24 (3H, s), 7.38-7.45 (6H, 



3, 4-*t«t./_^_, # ou , , , . . "~ ' u «''s'»*« WH, s), 7.38-7 

**«3**», (0 . SI?*" 20 

4%) l1L ^ J 



-13- 



EJfcJfc&SSU n >*V>:m&zn1- 

(5 : 1) fcT*7A»»«rffofc D ^i-[ 5 

-^r^T^-/U-3 (2H) ->fyl/]-i-ai^y> 

*H NMR (TMS / CDC1 3 ) 6 1.43 (3H, t, J = 7.3 Hz), 2. 

33 (3H, s), 3. 02-3. 25 (2H, m), 7.06 <1H, s), 7.30- 
7.38 (5H, m) 
[0071] nmw2 1 

Mfc3 3] 



l-[5- (^JUX/lsyx-su) -2-7x^- 
1, 3, 4-^T^Ti/-^- 3 (2H) --TA0-1 

«M30*j|fefc»», S«^^3 0 3mg (UK 
*1 5%) fcfc 0 

*H NMR (TMS / CDC1 3 ) 6 1. 51 (3H, t, J = 7. 5 Hz) 2 
38 (3H. s), 3.41 (2H,q, J = 7.5 Hz), 7.18 (1H, s) 

7.30-7.42 (5H, m) 

10072] mm® 2 2 

[ffc3 4] 



v 



s 

^— SOMe 



more polar 



l-[5- (^Tvl^/P^ -2-7x-;b- 
1, 3, 4-*T*7V-*-3 (2H) 

l-[5- (yf^^7 7= ;i,) - 2-7x-;l/- 
1. 3, 4-*T5>T>'-*-3 (2H) — 

wu ttsmu ttnmfrn-^ 



©l-[5- (^^/l^-,^ ~2-7x^!/- 
1, 3, 4-f7^7/^-3 (2H) — f yl^J - l 

-x^^^f^-HHmi 1 9mg 
(RfO. 3, J&^4 3%) , 9 3m g ( Rf0 . 2 ft* 

3 4%) fcftfc. 

RfO. 3 : l H NMR (TMS / CDC1 3 ) 6 2.35 (3H, s), 2.97 
(3H. ■), 7.14 (1H, s), 7. 26-7. 35 (2H. m), 7.37-7.41 
(3H, m) ; RfO. 2 : l H NMR (TMS / CDC1 3 ) 6 2. 33 (3H, 
s), 2.99 (3H, s), 7.11 (1H, s), 7.35-7.41 (5H, m) 

[oo73] mm® 2 3 

Hb3 5] 



leispola- 



O raa 



[5- (>^^/U7<r^/W -2-7^-/1.-1, 
3, 4-*Ti>T5A-*-3 (2H) (7x= 

-£**ve*l3lmg (RfO. 3, Wl7%) , 2 1 
mg (RfO. 2, 42*1 2%) 

RfO. 3 : l H NMR (TMS / CDC1 3 ) 6 2. 95 (3H, s). 7.3 
7-7.42 (8H, m), 7.79-7.83 (2H, m) ; RfO 2 
NMR (TMS / CDC1 3 ) 6 2.94 (3H, s), 7.34-7.53 (8H 
m), 7.79-7.84 (2H. m) 

[0074] m&m 4 Qmmttowmm) 



1) 

^**®*£:£*i0fl& L 9 2 9 14, *B*:&|£ (*R) J; 
2) 

RPMI 1640JM r^=rj (BWa^) Code N 
0. 394-00735) 3 O^iCT^ftfk Lfc*jj&jE 

Jfef& ( Fetal Bovine Serum, Defined, Code No.A-1111 
~L, HyCIoneLab., Logan, Utah) £10%, 2-^/U 

*/hX^/-; U ( Sigffia> St L()uis> 

250 ) *5 0MMt*5J:5tcafeDDLTffiffltfc o 
3) 



-14- 



ffi) Code No. 134-45) \ZX 8 mg/m 1 kttZ&olZ 

[0075] 4) STAT6 Ix^^^-jg^co^ 
®IL-4fcffff* (STAT6«t«ff«|^tr) £3 

iw«*h c«s) j;5| ALfc4 £ 

U T=-*fc, 5' *5J:CK3" JStefflffilMlSa 

cl (SrSig Code No. 1078A) *JJ:tfBglII 

(SfiJt- <**W Code No. 1021A ) "C^ft^ftSJiSr 
U pGL3 PromoterVector ( Promega Corporation, Mad 
ison, ffl, Code No. E1761) (DSacI/Bglll gBftfc^ 

5) fc&*mA*5£xf£i£%mRfa&:<Djm 

L 9 2 930JS 5X10 e {0£Falcon*a$ig3|/8 6 

h ( Becton Dickinson Labware, Bedford, H 
A, Code No. 3046) »C*V^Tft#* -frfcft, WElM 

*$**^&&vmmmLtz. fwutsTATe 

^"^HHfi?4Mg, M^JS8tta^pSV2neo (GIBC 
OBRL, Gaithersburg, MD ) 0. 5 u gt V i£y y 

( GIBC0 BRL, Gaithersburg, MD, Code No. 18 
324-012) 2 0|clfr4>ttJiejlLffM*«^«J||0. 4m 

(%) =10 0- (E-B) / (C 
Experimental Activity (E) : &mk&%l<Dff&T\C I 

Control Activity (C) : *Wteft0#mETfc I L 

- 4 H-5^>7 a: 7 — fe??£te 

Background Activity (B) : <D&ft&T, M 



ftLX2 4M$&lCiM|| t G4 18 ( GIBC0 BRL, 
Gaithersburg, MD, Code No. 10131-019) $-0. 2 m 

is^awLfc. n^fcWM^G4 i s*^tf 

^ f ^^t 0. 2«^**,l,fcftaj;5fc Fa i con 
7/f ^ D ^ H ( Becton Dickinson Labware, Bedfo 
rd, MA, Code No. 3072) fc£^T* P-^V^&frfc 
V\ I L-4I^LT^>7x7-^Mt5^o 

[0076] 6) STAT6ffiM^ 
IWALfc L92 9 »lX10 4 f|/0. 1 
m\/t x ,UkftZ±5i Zx ^?u7u-h (costar 
3610, Corning Costar Corporation, Cambridge, M 

a) fc*t, »h. a^maufciuti L 

- 4 10 U/m 1 (PharMingen, San Diego, CA, Cod 
eNo. PM-19231V) SrS^HJUTO. 2ml/^i: 

OSSJDU ^>7x7^»/K^-^^ (Micr 
oLumatLB96P, EG&;G BERTH0LD, Bad Wildbad, German 
y) TffflfcLfc. £#fi, triplicatet?fTV\ 
*»fc. ^mm}#£Vmm®\*mv>Luciferase A 
ssay System ( Promega Corporation, Madison, WI, Co 
deNo. E1500) «rffiv>fc 0 «^©STAT6ffitt 

■fe?«ttt#i-*»w (%) -e^ufc 0 mmm (%) 



-B) X 1 0 o 

1) -C, titt<z>ffiv*#0Jlf£# (2ffi) 
1) *?> ffitt©ffiv^©JU4fc ( 2 <fc) 



li*l] 











3 


9 3 


1 7 


7 2 


6 


1 9 


1 9 


5 3 


9 


10 0 


2 1 


1 1 


1 2 


8 2 


2 2 1 ' 


1 8 


1 5 


10 0 


2 3 2) 


6 0 



1) 

1 : 
2) 
1 : 

[0077] 

SB?'J#^ : 1 
mW<D&£ : 9 7 

m<D& : 



CGGAGCTCTG CCTTAGTCAA CTTCCCAAGA ACAGATGCCT TAGTCAACTT CCCAAGAACA 
GATGCCTTAG TCAACTTCCC AAGAACAGAA GATCTCG 



60 
97 



(5l)lnt.Cl. 7 

A 6 1 K 31/00 



C 1 2N 
C12Q 
//(C 1 2N 
CI 2R 



31/41 
15/09 

1/66 
15/09 

1:91) 



6 3 7 



6 4 3 
6 0 4 
ZNA 
ZNA 
ZNA 



CO 7D 285:14 

(72) mm# #m m& 

*Kmft^E*HW«|>3TBl#98-!|' ft 

02)%W% 0* fit? 

*IRffittftlZ#Bm*3TB l#98-lf- ft 

(72) $89?# 

^BRffTtt^E#0ai*3TB l#98-t ft 



F I 

A 6 1 K 31/00 



31/41 

C 1 2 Q 1/66 
C 1 2 N 15/00 



6 3 7 E 
6 3 7 A 
6 3 7 C 
6 4 3 
604 
ZNA 
ZNAA 



^ISrf7|tt:^E$0ifi^3Ti 1#98-^ 

F^-A(##) 4B024 AA11 BA08 CA01 DA02 EA04 
FA02 FA10 GA13 GA18 HA11 
4B063 QA05 QQ61 QR58 QR77 QS38 
QX02 

4C036 AD08 AD 11 AD16 AD17 AD20 
AD26 AD27 AD29 AD30 

4C086 AA01 AA02 AA03 BC85 CB27 
GA16 MA01 MA04 NA14 2B05 
ZB09 ZB13 ZB26 ZB32 ZC55 



ft 



-16- 



